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Sir. 

I, pgwla McJCenna, declare as fellows: 

!. I held the position of Dinner Dia*"** Lato Operanons Viroo BVBA 
(Virco), Generaal de Wind** Li 1/3 , B2800 Mecuden, Bdgrom. 

Prior to my position as a director at Virco BVBA, I spent five years in clinical 
drug development with Johnson and Johnson Europe. 

I received my Pb-D. in virology ftom Queen's TJbivprahy of Belfast* *J. 
Ireland. A copy of my curriculum vitae is attached as Exhibit A. 

4 . I S peatthreo andaaalf y«« ^ a pectoral fellow at The Belgian gnosis 
Warteoup stuayms e*id«**>sy of Han«vinia«- I Have over three y^s of 
experience in ampneon generation and scqumting. 

5 . X havB read and am fomiliar wit* the extent, of the abov^-r^^re^ patent 
plication to that tne «™*r believe* that pondine da** arc obvions in viow 



2, 



3 



PAGE 19/63 * RCVD AT 5124(2004 4:55:30 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/2 * DNIS:8729306 ' CSID: ' DURATION (mm-ss):1942 



May-24-2004 02:07pm F rorn-WOODCOCK WASHBURN KURTZ MACKiEWICZ T-833 P. 017/050 F-235 

PATENT 

DOCKET WO^ 
Appte«tii»iNo.: 09/640.787 

of Hmog* « al in *»r of any « of Z*** ral, K»*al Cabana 
a£ Dctmeter « o/.or Boden et al 

6. iferiawwAirsrsndTharto 

Applicant specific ^a** Produce unacted n*ufe then Applied r^ed t» 
point out what those unexpected result are in view of 16. 

7. The purpo B .i of tfus declaration is to addre^ the is** describe in ^6 and ^7 
and as I will ^lamWow.^primsr, and j^te^^P****** 
^um, produce unexpected ^^tmtettomH**™**" 
primers and methods in the chsd referent in vi«w of the .me^r^ted results 
described herein. 

8. Tl^^pU^geiie^hythcViTcopdciersisas follows. The PGR 
anplicoa generated covers parts of wo adjacent s«ws (jwryprotdas): GAG and POL 
over » total length of 1 868 base pairs (bp). The POL Wfiioa sequenced by Virco 
include* amino acids 1 throu^ W of th» protease gene and amino acxds I thrown 
400 of the reverse transcriptase gene. 

9. Th. ampUxon described in 18 above contains the last 347 bp of the GAG gene 
(Q ux of * total of 1503bp) and the fir* 1768 bp of the POX. gaoe (out of a total of 
SOlZbp). Tfcesumofthwaw* stretch^ 

ftame-ahift and an. overlap in both reading frames of 247 bp. 

10. In our assay, wo focus ua identifying rautauous appearing in the protease and 
the revere u^cripwe gea»3 because proicasa and reverse transcriptase <*« the ma* 
target of the armretrovirtl drags currently on the market: protease iaWbiioia (Pis), 
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oudcoside reverse transcriptase inhibitors (NRTIa) and mmnucieojaoe reverse 
transcriptase inhibitors (NNRTfc). 

11. In comparing me primn* udth those of ow competitors, the Virco primers 
enable us to detect important mutations aaaocuted with qtugiesiwim*:, m pamcular 

NRmrespectxvely. See Hathganarrf.. 2002,. Virol. 1MSMffO«W> 
Exhibit B) and Kemp ei ti. 1998, /. ml 72:5093-5098 (attached as Exhibu C). 
Surprisirudy *nd unexpectedly, these mutations are not detected by others. 

12. This means mat tnc intcrpiwauan of 1ho sequent of vixusea tested using 
Virco primes produces a more accurate and wmipletc resistance profile than oft» 
assays not covering that Tegioa. 

13. p w tbfifiiwrB,theptotewei8oneofihetnore 

cuts the polsproteins into separate functional entities the POL gene contains the 
protease, the reverse transcriptase and the inlegrase gene). AS a result of anrtnsroviral 
therapy, mutations axe selected that allow me vims to escape drug action. However, 
these mutations can cause structural ateratioas in the aenv. aite of the protease. It has 
b«m found mat as a result, Moratory mutant at me protease cleavage sites 
themselves are in mra increaang in frequency during anumxovixal therapy, cauaiag a 
further increase in drug resistance. 

14. The Food and Drag Administration (FDA) has shown an increased irnaresi in 
the effect of these primary protease mutations (rathe functional cavities of the 
enzymes to overcome anurerroviral therapy (ART)) resulting in secondary 
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compensatory mmationa (muttons in, cleavage sites to overcome structural 
alterations in the active site of the protease). 

15. The Virco assay ^ priinera^inacpcctaily cover Una FDAintcreat aath* 
Virco 8mpU«m includes » short partial GAG sequel captaining two rmportar* 
cleavage sites for the HIV protease called "p7/Jil" and "pl/pS". la this way wc are 
able w marator the evolution of the secondary mentions in the iiownwream part of 
GAG resulting from PI tre atment 

16. Taken together, the foregoing praner characteristic establish that fee Virco 
pnmias for amplicon generation and sequencing show unexpected results. 

17. As evidenced by fee unexpected result* of the Virco primers, I believe that the 
Virco primers of the present invention would not be obvious to one Sotted in the art, 
such as myself; when linking at the references as cited in Paper No. 21 and known 

competitors. 
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18. I funhfx declare that all statements niade herein of my knowledge are true aod 
that all statements i»*de mi infiOTiati^ 

that these aiatcmema ate made with to knowledge that willful felse irtatemeats and 
the like so made are punishable by fine or iwpriaoamo^ or both, rato S^on ltffll 
□f Title IS of the Umted States Code, and that any such wUlflil Ms* suaemems may 
jeopardize the validity of rht$ application or any pateoi issuing thcrcoa. 

Date: jJt,*" H-j lo^ IS, tC ^ _ 

Paula Mc Kenna. Ph.D. 



Bxhibic A: Curriculum vitae of Paula MsKenna 
Exhibit B: Kamgan ef at, 2002,^rp/. 76:6836-6840 
Exhibit C: Kemp «» rt. 1998, J. 72:5093-5098 
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